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October  1.3, 1999

Ms. Jane Axelrad, J.D.
Associate  Director  of Policy
Center for Drugs Eval~aticsn  and Mearch
f;ood  and Drug Administration
5~500  Fishers ‘Lane
Rackvillc, MD 20857

Dear Ms. Axelrad:

As a point  of clarification  to our le%tcr  of the I l* of October 1999, we would like lo
stress two important points:

(i) The intent of our first gcnerd comment was M delineate the various altxmatives
that we felt should be available for manufacmring  PET drugs and to chit’y the
boundaries  of FDA jurisdiction from the activities that would remain within the
practice of pharmacy and medicine. We believe that FDA reguMory jurisdiction
ovez a manufactured batch of a radiopharmaceutical  (whether that is a
manufactured utit  dose, several unit doses, or multi dose vial) should end with
the QC release of the final product. Dispensing  and administration to a patient
always  takes place under  the regulations  governing the practice of pharmacy or
medicine.

(ii) Specifically, the issues regarding the delineation of the manufacturing process
and the practice of pharmacy and medicine should not have any co~ecticm  with

a detinition  of proM/non-profit  entitizs.  The  latter is a complex issue and, it is
our understanding, hw been deferc-ed  by the FDA. WC look 5 fcuward to
discussing this definition  with the PDR in the very near future.

Si nccrely,
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Ms. Jane Axehad,  J.D.
Associate Director of Policy
Ccntcr  for Drugs EvaluMion  and Research
Food and Drug Administration
5600 Fishers Lane
Rock-villc,  MD 20847

Dear Ms. Axelrad:

We appreciate  the opportunity to have an open discussion with you and FDA
slaft‘  about Current Good Manufacturiry:  Practices (CGMPs)  proposed by the
FDA f o r  P E T  radiopharmaccuticals.  O u t l i n e d  bctow  a r e  t h e  PET
Radiopharmaceutical  Committee’s  commenti  o n  the  prclimina~  draft of
CGMPs  proposed by the FDA in the public meeting of September 28 1999.

General Comments;

1. Compounding, practice af pharmacy and medicine, Any refercncc  to
nomenclature  or activities~  traditionally associated with the prnctce  of
pharmacy and medicine should be removed and/or  clarified. We have
tried  to outline in our comments below how this can be done.

The abiliw of a mtiufacturcr to produce tither multi-dose viz&.  or [not-
patient specific] single dose syrimea should be maintain4 in either
case, these can be Iransfmti to cithor  a pharmacy for patient-sptific
dispensing or to a duly licensed physician for use in his prar;tice.

In acadtririchon-commercial  s i t e s  ( n o t  for prtit),  the s a m e
person/group  &at is manufacturing  the drug product may also, under the
order of a physician, draw and dispense a p&em specific-dose. In a
commercial environment (for profit),  a site may scll/distributc  a vial to
a licensed pharmacy, who on tho order of a physdckn  msy draw and
dispenw a patient-specific unit dose,  as per the practice of pharmacy.
Alternatively, a site may choose to manufacture [not-patient-specific]
single&xx  syringes  or vials that would 80 to a licensed  physician for
ustz We recommend  indusion  of language for a clear ddimitation al
FDA jurisdiction.
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2.. Vtiidation reqtircmcnts  for USP methods as well as methods that have been in use for
the many yearr in the preparation af well-established PET drug products should be
minimized in the guidance. The commiltee  believes that if the FDA implements the
suggcstcd  validation guidelines, a considerable amount of unnecessary addilional  work
will be required of each PET facility in order to produce a final product of the same
quality 89 is being procluoed  currently. We also stron& believe that retrospective,
repeated  end  product validation is an appropriate mechanism for validation of many of
the methods used  in preparation  of wekstablishsd  agents. To address areas of concern,
the Committee will evaluate putting together a centralized DMF addressing the validation
of analytical quality  control methods for rcfcccrrce  by the PET community. The
committee would appreciate:  additional recommendations from FDA staff regarding other

centralized efforts that may facilitate compliance with  the pmp~ed validation
requircmcnts  by individual PI3 centers.

3: Teat Equipment Failures. WC mpcctfklly  request that the FIIA give consideration to
the developmant  of guidelines that will parrnit  that release &PET drugs in the  absence  oT
an analytical test result due to respective  equipment breakdown. The release of final: drug
product could be based on (1) verification that monitoring of in-pmccss  conlfok has
demonstrated  that all parameters are within a normal range; and (2) historical data
indicating that the paramebx that could not be tested consistently is fnund  within
specifications.  Tn the absence of such a guideline,  Pr-:‘l’  centers will  be required  to
duplicate, all analytical equipment at a considerable expense  or delay diagnosis and
treatment of patients being seen  al a c;crrtcr.

We also suggest the following specific comments in the lpropwed  draft CGMP document:

Scstion  212.1 DeGnitions
1. The  following  definition is Akxl ft)r “ACTIVE INGRE>lENT”.

Ac.xivc  ingredient: Aay cxn-nponcnt  that is intended  to Provide a direct efkcl in the
diagnosis or evaluation  of a disease  or condition.

2. The definition for “mmpounded  PET drug” should be removed. We realize that the term
compounded PET drug is defined ax such in FDAMA,  however, its inclusion here
without a concordant definition for manufactured PET drug is confusing. If the intent of
its inclusion is to clarify that the regulations are applicable 10 both compounded PET drug
Products as well as manufactured PET drug products, we rtxomm.end  that this be
addressed in Section 212.2. Also, the current definition of “compounded  PFC drug”
implies that the CGMPs  are applicable to PET drugs used for research, teaching, or
quality control. If this ddinition remains, references to “rcscarch,  teaching,  and quality
control” should be ddcxd.

3. The. definition for theoretical yield needs to be removed and or clarified to include a
range. This will also neccssitalt:  a chwqe  in the dcfinirion  of “‘perccniagv  of thcofcticd
yieid”.
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4. The definition for “receiving facility” should be modified as follows:
Receiving facility means any hospital, imaging facili@, pharmacy, physician of3ice or
other  entity  that accepts a PET drug for subsequent dispensing for human use.

Section 212.4O-Cootrot  of Components,  ContPiners  and Closures

1. h seho:~ (c) (1) and (2), the requirement for performing specific identity testi
should be waived if Y certifxate  of wnalysis  is available and the component is
purckcd from a reliable manufncturcr.  Reliability, as suwted in (2) can be defined
in the guidance document, but could in part be based on having a track record use of the
component without synthbis andfor component fkilure~

Verification, without use of B specific identity test is adequate, given a batch size of one
and final drug  product tenting.  Tn traditional manufacturing practices, specific identity
testing  is grounded economically, because of’ batch sitz and the resultant cost in supplies
and delays if the component wen:  to fail.  Such specific identity tests  should not be
required and, for the singlfscmployee  PET site, would represent an unnecessary  burden.

Section ZPZ.SO-Production  snd Process Controls

1.

2.

3.

4.

5.

6.

In (c) (I), it is not possible to prvspeclively  dcfinc  the strcn@h  ol’ a PET drug, Ihereforc
should be mtnlif’ied  L~J -ailow  a range of acceptable suenglh.

In (c) (2). rcfcrcnccs  to “dwge  unit” are inappropriate.  The requiremenl  should he
stated  in terms  of 9 “buts;h”.

In (c) (5). refcreoce  to theoretical yi&! should be replaced or clarified to permit a range.

In (d). the 5” line should be modified to allow weiighrs  ar meff$z~-~.~  of components to be
USd.

In (e), the:  r&rence to “dispensing ” should be removed and replaced with  the word
packaging.

As discussed in (h), delete the rquircnwnt for maintaining a “rcscwe” sample for 30
days.

Section 212.6@--L&oratory Controls

1. In section (d), prepared solutions should also be labclcd  with the date of expiration.



2. In section (g) (2), during our discussion on September 281h,  it was clarified that the

rcfemcc  to maintaining the weight and/or measure  of the sample used in the test was
necessary anly as a part of the writi “procedure” not in the record itself of each test.
Thcref?zre,  this sentence  should be reworded BS foHows:

(2) A description of each method used in the testing of the sample, which shall include a
record  of all r.be calculations that are to be used in connection with ea& WI, tid a
specification of the approximate wight or measure of the sample to bc test&

Section 212.70-Finished  Drug Product Controle and Acceptsace Criteria

1. 111 section (b), sterility tests should bc started  within 24 hours of release, not immediately,
in ttuz intwest of keeping radiation exposures as low as reasonaMy  achievable.

Also in section  (b), delete  the statement “In addition, the doctor who wrote the
prescription or the PP,T drug must be notified.”

2. In Section (d) (2) - delete “associated  laboratory data”.

Section 212.80

1.

Section 2X2.90-Distribution

I . Section  (a), change “to ensure that only those products that are approved for rely are
used” IO “to ensure only those products  that arc approved for release are distributed to the
receiving far;ility.”

2. Also in section (a), delete “tit prescriptions are reviewed tin ensurc  th;lt lhcy  -arc properly
f’illcd”.

3. Section (b) (1) should be modified to include the name of the receiving faciIity or
physician.

4. Section  (b) (3), the words “patient’s prescription, if applicable, or” should bc dclctexi.

One of the most challenging things we face is trying to ~nvey  the intent of what is required into
words that will  be lacer interpreted properly. The  PET community would like to develop a
mechanism to participatr:  in the 483 rcvicw  process, to facilitate  implem~tM.ion  of these
regulations. In this way. the dialogue thal has proven so productive!  over the past two years can
he extended through implementation.



Thank you again for the opportunity  to allow us to assist YOU and your staff in the l’ormulation  of
thcsc important regulations. We would like to offcr our mntinucd assistance in refining and
developing the subsequent guidance for their  interpretation. Since several members of your PET
team will be in Vancouver on October 261h, 1999 for the FDA-PET workshop, we rcqucst  the
opportunity to meet with you arid  your sral1’  following the workshop to continue thcsc
discussions.

Please feel free to contact us if you have any questions or specific comments.

harmaceutical  Committee tk%cLltive  Directar,  KP


